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ABSTRACT: 

PROBLEM TO BE SOLVED: To obtain the subject treating agent composed of a 
liposome containing an antigen immobilized exclusively in the outer water-phase 
of a specific liposome, containing a sugar in the inner and outer water phases, 
effective for mitigating allergic diseases, having excellent stability and 
preservable over a long period. 

SOLUTION: This treating agent is composed of a liposome containing an 
antigen immobilized exclusively in the outer water-phase of a liposome 
containing an amino group-containing phospholipid as a membrane-constituting 
component and having particle diameter of 0.1-3μm and contains a sugar in 
the inner and outer water-phases. This liposome-tvpe allergy -treating agent 
can suppress the production of IgE, increase the formation of IgG and mitigate 
the allergic symptoms. The ratio of the increment in IgG production to the 
increment in IgE production is preferably 5-100 times the ratio of the 
increment in IgG production to the inaement in IgE production In the case of 
single use of the antigen. The allergy antigen is preferably selected from 
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mite antigen, ragweed antigen, orchard grass antigen and cedar pollen antigen. 
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!Hf^9-202735 



imm2 ] I sEmm^izm-h i g amm 
mtthm^ 1 ieiii<7)ij ;Ky~i*ar 

MX3>i>Z b il^mbtim^ 1 S^«4 2l2it<0 

iitih7]^j\^^-m.Thh z b imib-rim^ms 

[00011 

f>^r&'Jd?y-AMrwu=^f-?&^. #{cjii®f^Sffi 
fflcou ^y-ASrwpdi^-^6^tcM1-& . 

[0002] 

■mmsmm(>tixt3*). 7]^A^>>?-miznLxz 

[0003] TUfi^^-mamco-i^hi I g E 
(r>M^I,zmi:LX\>'^hb^tiX\i^hi}K 7UJl^^-(Dih 

mb vx I sE^m^mmtx i sotufim^^ 
^m^<mmifm^tix\^i. mm. vm^y/-^ 

^'«^r^'JX-f-p-y^^!J3-;l'-ClS«»L.3tO (Int. Arc 
h. Allergy Appl. Inmunol.. 56. p159-170. 1978) . 
tJlHSr^;P^'-;PTyl/Tt KT-a^tJtO (Int. Arch. 
Allergy Appl. Immunol., 74, p332-340, 1984) "^-l. 

im^u,^hixx\^i,t\ im^znti i sG<^m.^¥ 
m<nrii7yb^^^'ttzvi^i'ytiinhtix\^h 

(Int. Arch. Allergy Appl. Immunol., 102, p276-27 
8, 1993) *«, -^iO***:! gGS^tCUMoTV^Jfir 

( 0 0 0 4 ] * 3t . U'lfy-AtftciLJEi&i^ifi-rsjrffi 

i)K;^fefL-Cii'3 (Clinical and Experimental Allerg 
y. Vol. 22 P35-42. 1992) , tiiKS:l*l!2L«:t^*&^fc 



\iX'^h. ^LXZ<r)tmmmLt:7]y)V^~^^<n 

W^mmhiXX\^h (DE 3412793) . 'f^j:h*>. DE34 
12793<±r^;l-^-)E<j5$:5lfi-rC t*«^i-*»-5TV^S® 

xm.-k y ;ify-i»t:rtfifcgps4-ri.*ffif * 

mzXhbLX\'^h. icoJ^^i gES^tt, 'j.i?y 
-AlfclijJciMfcr;!' 5 -^J^WizVuKxit^ 3 0^<r>\ 
(cffiTLtv^l,. U«>L=3:*>'4., 'J^y-AffljSacmt' 
tn;iS*^''J;Ky-i.*-^,JiSl-?-5i^^*<i)0. lilL/ctii 
10 iSj!i<IgEt«S-&fC7^;U^-JS*c^5liei-tl»3l^ 

[0005] ^fv:Ua»5049390fc{4. 7V)Vyy^ 'J.-Ky 

-Mzm^^^t:mmm-mm^ii. znm^m 
Wiz^msi %E<r>mE.^9mLx i sGvym^^vm 

^^hZ. b-mi&^1xX\^h. L*»L±IBdiffiW4 1 
gGiJiiXl gEc7)^4W^«4fi{4iaSi§nTi}^ 
•f. in vitro(Ct5(t«. I zOUiit/l zEffiMSEJf^^ 

m^z5f:^ix.x\.^hmx'h*) . 7\^A^^-rtmmi^ 

20 [0006] 

iWMmmdb-ti>wmi^m(7)Bm±. is 
7U)u^'-mm^m^h zbxi>i>. 

[0007] 

m7i^jv^-wmxhh. 

^^^ztm^)<m.■^t^tln: o 7V)v^- 
mmxS)-:,x. mmizmmttzb^mbi-i, 

( 2 ) I g EM^mmmzHth 1 8Gm±m^<7)it 
ifi. tmm/^i eESi^mmizm-t i ecmm 

mcoitbit^X5-^100iBX$>lZbi:mbt?> 

mil) w&<^^j^v-j^m7P/u^-i^m^. 

( 3 ) mti'7i^)\^'>f-t:Bim-r7)y/\^^-mxihi 
zbimbti>±si ( 1 ) ttzii ( 2 ) tmmntv 

(4) rwu^-fius^jr-stn, nr^f^tM. 

^/^^-^^^ls•e^)5i tSrifrnt-tsuB ( 3 ) 

^j7t(v-j^m7i^i\^^-mm. 

[0008] *f6BBrfflv^6i k**T# 57 s ys^^r 

^xmx'^i, zixt><ooyEimi&.. 2ffl<o2o 
50 (^msmmiOMizmtiztifixt. ^comm 
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M^mm. mmm. ^mmm. a^tt 
10 0 0 91 mmmwit Lnmim. 12-24 
mr^mmmt t-cjiM^sti 4-2 2, ^law^-g- 

10 010] vJt(v-j>^(nwmm,-» ifmmm) t 

[0011] mm^mizAif>t 7 5 

'J ymm-^iii 0 . 01 ~ 1 0 0 ^ »^ L < {i 

0. l~3 0*;l/%fc-ri.<o*«SliLi^. rsyss:* 

[0012] v^v-J=.m^m(r>Mzm^{tti>tn. 
*t»*L<«fflf§*. ±ie«tisttia«Bit*ffifflt«» 

40 

[00131 m.t:'^'!C^mmifiV-Ut. x.^ 

■ri^<>'i')i'm. yi-y^-ri^xm. w/o/wx 
-rA^i^sym. 7=i-oy^m. mjimmic. 

;t*«T§-&. *«H8-CJ4ii-<7)}e®«i;<-J?y~A-Ctffi 50 
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^frrsi;;Ky-i.*«fl^ii6. y^Ky-Aco^tio. 

l~3Atm. |f^L<{40. 2-2. 5x/int*-5.. U 
.■Ky-Aco|4@*<±E_hlSffli&SxSfc. y;HbLTL 

[0014] ±iB« J: d fcfcu^njtr s yii*q?tt 

•rs u^y-A«j'h*ffliai<7);'(it:SLii-&iis^trstc: 

J4> y)V^-)V7)in't.Y-t:m\^Xt^::^yri-i^)V:Ji^ 

r f-v'/px y-;wr 5 ym<r) y|i®<0T s t tt 

[0015] imm&tWMb LT{4, N - h Hndf- 

>'X^' 5 vzw 3 - ( 2 - e u j/^jj- ) roe^i- 

^— h (N-hydroxysucciniiidyl X2-wridythio)prop 

ionate), m--7V>{ ^YKyi/^ iV-H-'t.Yu^i^ 
X'^fUy-i 5 Hx;^T/k (m-maleiniidobenzoyl-N-hydro 
xysuccinimide ester) , i/^-^\zX. {X9i^y^ Si^ 
;l'7*ofcrjJ":^— h ) (Dithiobis(succiniudylpropiona 
te) . t';^ {XA'it^X9'yy^ %'J)V) XKV-Y (Bi 
s(sulfosuccinimidyl)suberate) , r/X'^i^y^ ^i/)V 
XKI'—Y (Disuccinimidyl suberate) ^ifjSi'ibff ^> 
ixt. 

[0016] if)V9-)V7)Vryi HS:ffl«,>;t!filS<Olil£ 

^bRjaiiJs:^ (1) rs^Siis. 

[^U 

U 4? V - Aj— P-OCH2CH2NH2 
\ / OH 

O O 
II II 
HC-CH2CH2CH2-CH 

1 r 

p; * y - aV- P-OCH2CH2-N=CH— 
V.._^ OH 

— CH2CH2CH2-CH=N-fitiK 
•••(1) 

[0017] m.m%mMi. mm. mum 
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mo^mmtrnmi^'^-c. phi~i2. »tL 

<»i:pH7~10. aCiSSO-lOOX:, »^L<Ji 
0-6 O-Cf. RI6Il#ia3 04HBh-2 0 01^. 4 U 

[00 181 CKOidfctTSJESHi-SittiO, U 

[0019] *f6BSoi;--Ky-Asrv;w^-?&sis 

X, ^fyx 

7^h-x, •bofc':^-;^, hUAo-x. v;H- 

a ; i^^nrdfX h >^<7):t 'J :m ; r'^x h 'J 
iO^HiS; =¥vU h-;K yypt'h-;i/, vyx^h- 

^';^^-x4/di•9■'yX^^-X*^^f4Hr^. 30 
[0020] UHf y-Aorti'h7MB{c-t4-li:SM<0i8S 
{±0. 05~0. 5M, jiftL<{40. 15~0. 35 

tmim. mmm. hv:^m^. mmmmff) 

5-10. mi<ii6-^8X'hh(r>i3imtL^\ 
[ 0 0 2 1 ] as- y.i^y-A<o*«t*4-ii:a*a<ii$ 

M.mmzi'mmm^ittcmmm^'^him. ht 40 
¥x^i. rn<p«*fi4. urf^y-Aiamt^yjsi 

[0022] *^Bfltf07Uyi.df_j^j^{j^ y ,-Ky-A 
<^*ffllB!lo;?iKlitK*5iK^ bX V %s<or. ^ O J: a ^ 
?aia8?rffiV>5fc. TUtl^^-m^irmit^iti, I gE 
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oit) izm-^ I gG^tiSfi^ ( i»:^tc^ttl.2 
d^^coit) (Oit, •t^j:hh I g GB^m^m/ 1 gE 

tfc«^tit^t, (titer) Ifcf 5-1 0 0 

-mmim.mm^^-ri UTKy-Ao^jf^ffltc 

Ltz(r)ibMXf7iimmX"J^V-J>^i:m^LXi,mM^^ 
}^mt^j:\\ Z(Df::ibmmizX^^mm^lX 

[0023] ^:fc±E^'>f ^-ifccOiHi. Jfil4' I gGfc 
it^ I g E ^TIEE L I S Arnvm^ Lt:^(OmMu 
Xf>l. 

ELISAft ( I sGUimth) : 

1 ) mzXiru- V(r>a-T^ yy 

tfiSSr. lmg/ml<0i8«-C0. OSMMiSlfiSaE 

(pH9. o)fc:}»»L, 96«<or-yfe>fri^-hfc: 

2) yv-v<r>fxi';i^yir 

*7i/m^7}V~f\y BSAfck^d) SrO. 2M 

U>'iBS«?S (PH7. 2 : PBS) jClmg/ml<0 
JffiKTS^L, ±121 ) <orw-htlOOxtl/'>x 

3 ) jujttj/T-;!^ ( 1 »aa*) <o«ffi, mmi 

Img/m l<7)jftKfBSASr-^tjPBS (IJlTs PB 

5gHH<orwi^~?^arc^Lfcv'>xjiiijt«- 1 ofs 

iSIIW»'^i»i^T2fiS|l§Tl l|II#|l?*ffV\ ±122) 
iOri^- He 5 0 1 /•>x;l'-f oii-aL. W&iiz 1 ^ 

m(2-mM(-) <n>wm 

±123) OrW-b^PBStCT3llia-53tfi. '</k:t 
'^r^rJ^— fefSil'^lf^lSV'^X I g GtiiWcOP B S A^f 
a^SOii IZ-t^x/l-i^-P^^^L. ^Kll^SJjjat 
S. 

5 ) ^2^M<^^ 

±124) cOTU'-h5-PBSt;T3l5l^-5/ij^. :7xy 

}smMzmmbtzo-~7 ^-vv'jT^y'j't. ko^? 

ayH(0. Smg/m 1 ) Sri OO/i l/'^x^U-fO 

I.. 

6 ) mm\m\^fzm. 

EL I SAfflri^-b U-:J^-2rfflV'>T4 9 0 nmO® 

if^^yv co^J^ifSiKe^s- 1 -p t e l 

I SArJ'-f^'-t-fS (ELI SA^^^'-*! gG<0 
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[00 24] ELISAa(IgEl(if<t«tai) : 

rv-hm—f-f 

SrO. 0 5MKKil»ffi (pH9. 0) TAus/ml 
<0}iStll^LJt t 9 6 ;^<0T y -fe-f rk- h 1 

0 0^ i/^x/p-f-jdJ-au. 3 7x:-p3i^Eisai-r 

2) r^-b<Oyn ydf>'^ 

'!^>'jiJtr;p:r s y ( b s a ) * o . 2 m y ywssme. 10 

(PH7. 2 : PBS) (Ilmg/ml wmStlSfi? 
t, ±IBl)<0rU'-htCl0 0jLtl/'>x/l'i*o4)-ft 

3 ) ^myrn^ ( 1 ««B?, mm 

Img/mlcoaST'BSAi-^tfPBS (PBS A) 

Xft!&tti^<^xmt: 1 OfSf6SWP'?.««)-C 2f@FaB 
X'l lIIlSS?$-tTV\ ±si2)<DrU-hlZ5 0M \/ 

x/i^-r-^a t . sate 1 s . 

4 ) \iit^>imm(niwm 20 

±E3 > <oru- h^P B S SHIiftofcft. t'^^ 

y^Ltdmmm(r)P b s Aj§^ ( 1 n g/m 

0 Dm 1 /^:L)Vr^m.L. MMiz 1 b^HScSI-*. 

m 

±Si4) corix-h?rPBSt:-r3(lljft-:)fcSt. '^/W'T 

-^x/i^-r-^at . Mffltc 1 mtsiatri . 

6 ) 

±E5) coru-hS:PBStC'C3IBia-5!^:St> ^xy 30 
l^SSfciiW Lfc o - 7 X - V^-y T 5 b H 
OUH(0. 5ms/ml ) Sri OO/f l/»>x;l/-f-:> 
MEL. ^fcl 5mmL. ^^iti. 

7 ) ®3feSttS-fflV^;ta!l^ 

ELI SAfflri/'-Mi-^'-i&fflV^T4 9 0nm(Oii 

y h -CfTj-^-y r/ujJifSiOTi^^JKtl^Sr t -5 t e l 

1 SArJ'-f :?-fr-5 (ELI SArS'-Y:?'-^ I gEO 40 
[0025] 

Scot. I gEtf)^«:JWILT I g G«0S4i-fli:*:S 

xmizmT^h. tt:»!&<^mi^i. mm 
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[0026] 

imn<7)mmm] d:iiz:^m(om0Hz-^\>^xmm 

v/'«/l'S h-f/U^X^rf-x/Un'jyO. 9 175g 
(1. 25mmol) , i^'A/P* h-f/k*X7r^>';l' 
x^'y~;Wr5V0. 6490g (0. 938mmo 
1 ) . rj^Xf n-;l/0. 844 5g (2. 1 9mmo 
1 ) feJ:t^xS'Jx^^;^*X7rf•>'';^^^y•fe^-y^ 
NaaO. 4 305g (0. 6 2 5mmo 1 ) ^-t^m 
77X:3{:]ROs ^'QD^;l'A/^:?/-;W/;J< (6 5 
/2 5/4 , ^iit) m^m\5 0m 1 $:X*1. 4 OX: 
fctjgfiltA:. <Xto-:^U-xyN',-jrw-i'-=&fiEfflL 

mm^^^i 3 0 m I ^DL, mntxi^-cox^ u 
-mti. :L<7)X'7^)-mm.mzxTm^^. w& 

[ 0 0 2 7 ] mmmLfzwmL ( o . 1 2mM 

Na2HP04, 0. SSmM KH2PO4, 0. 25 
M -tv^Vi-x^ pH6. 5) 6 0ml S:±ia-fxM 
79X3rt(lAn. AO'CtiZXmnL^j:ifit>mi^:m 

x'jr^v-M.mmm&Lti, t-rsunKo^^jA- 

df;^-h7-f/P^-i&aaS§-ti', «iV>-C5juni. 3/x 

m, lum^ 0. 6 5Am, 0. 2 2juinC0)it7 
^-SriiaSS-ti-fc, l//m. 0. 65/zm. 0. 22/x 

(NICOMPtTVl'3 7 0HPL, -f -y tJ-i^W 

SiSlil/^m. 0. 6 5juin, 0. 22nmm&frfy 
r)\/-Q^iX^ill . 4 28Aim. 0. 664Am, 0. 

l^lumX-h-ytz, 

[0028] 

it. 

*Kft;r;l'S-'>Al 5ing/m 1 in PBS CA 

1 (OH) 3iOtltl8S-*=£v-^-^if-l:Ws xv;!/^ 
3ytL^ct><7)3 (C. r-tSJK^SJIlftei 0//g/m 

y^PSSU.:. i<0'7^'f'yS-v'>xS02 0 0xz iffi 

mmi.xm.Ltz. 

[0029] ®^^-l/ilE^^'J4^y-uU<7)i@si 
#tWl<OUsKV-Afl/xm. 0. eS/zm. 0. 2 
2>umiijSiJ,(0-?-fL-fit2inl^5S®^t^]iXL, 0. 
5 m 1 (r>ir=JinmWL ( 1 Omg/m 1 ) J:liD;cit. <>: 
(C. 2. 4%<0^';l'^'-;WT/kftH»JR0. 5ml!& 

Lfztk , 3 7 •ccotajs±-e i ^^is^*»ts^ l . 
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MW/y^-V-NaOHSSSai (pH7. 2)0. 5m 

;l'7;l'TtHS'ilfeS$-»i:Jt. S^>tCSei>harose CL-4B(Ph 
ariDacia BiotedittS, tm) *^«U3t;«5A(Ci« 

SP), 2»:^H9ESi:L-C:J^-!5Ui(?g?KlOO/igS:]ilg 
mtVXO. 5-2. Oing<OKffl-ClEifc0 2 00* 

I gGtiK$=2»:^^i gGffi/^>•^^-;^c7)I goffi 
I gEfS3fi$=2»:i6g^lgE«t/3>'bo-;l^c7)l gEffi 

[00 331 ®I gGlaflc^aj 5 

E L I S AiSKJ: "5 1 gGfi£fWftffi^»:<^J: o^ixn 

^:::tS;Si&, 1 0 /i g/m I <?3iftg[T'0 . 0 5M^^ 
Sr«?ff(pH9. 0){=Sj»L. 9 6;^:<^7<yfe'f7'^ 

tit. 

2) ri^-hcoT'n-y^ry/ 
j^Ji»r;P:'*S y(BSA)$:0. 2M!; yg^Sfffli 

(pH7. 2 : PBS) tClmg/mKOtSffi-C-ffiM 
L. ±IB1 ) <OrW-h(Cl 0 Oju 1 /"^xfVr^^ 

3 ) M.myr)\^ ( 1 »:tiif*c) «o#s?. ^sjd 3o 

Img/m laSTBSA^-gtfPBS (PBSA)* 

IMS) <^ru-biPBSi,zX3Em-ot:nk. ^/W^ 
^i^/-- bri^'>-t¥t5l-7':7X I g Gfit«5C7)P B S A^ 40 

JJB4) <or^-h^PBstT3iga-?fti^. ^xy 

D'JK(0. 5ing/ml ) 5rl 0 0/x iZ-^x/l^-fr? 
2M«!£i!l& 5 Oju 1 /■^x/UTo^LTRiS^-ffjtL 

6)i»ji^^ffiv^/oai% ^50 



[0031] ^^m. '?'^:x,m>¥ffyeijmmi sg 

izLX^Lt:. '^■L•C3>'^o-;^Sf<0I sGtJir^f 
I gEmizitLX. 2<mmc$^Lt:l eGmt/ 

I sEm^immt urTisse^ ( i ) ttin ( 2 ) *> 
t^ieGimmcr)itm9.L. ±xmt)kizmiz 

[0032] 
[»1] 



(1 ) 
(2) 

■EL I SAfflri'- M;-:?'-SrfflV^•C4 9 0 nmco® 

y h X'<7)-^yr/uim(r>^m^^ t o t e l i s 

A^'^^'-tf •& (ELI SA^'frS'-SI gGiO^ 
fitLTfflV^:^. ) , 
[0 0 34] ©I gEi5tft«!iiJ 
EL I SAStCi 0 I gE|ii«c«jai2:i):<^J: ofcLTff 

1 ) 9 >/ b ^ y I? o— ^;Ptii;«cv>>x I g Efiiflclc J: 4 
v^x I g EtSimzm-h^y^ d— tyPJKftS: 0 . 0 

5MSimmmenpH9. o>T4iug/mi<oaiis 

{cSlSL/ii<7)?r9 e^^or-y-lr-^rV'-ht:! OO/x 
l/'>x;wro^J-aL. 3 7iCt3l^iiaL3t. 

2) Tl/'-hoyn-ydfy^' 
';7i^ifllf»T;pySy (BSA) ;&o. 2M'jyS^SRK 
(PH7. 2 : PBS) tlmg/inl<OSi«Tlgjg 
I. ±121 ) orw—V-tlOOjw \/^x}V-rr>mi 

3 ) iMj&ifyr/i. ( 1 dmn) <nmi. im 

Img/m IjgSTBSA^^tfPBS (PBSA) * 

^z-^^xmi 1 0*g^*»^.S§a6-C2fggH!gTl 1 
III#f?Srm\ ±i£2) ori^-htCSO/i l/'>x;l' 

•fo^a t . mmz 1 B^sscfiLyi. 

4) t'jr^yflaiEii*o«aD 

±163) c^rp-hSrPBStc-C3|Il^^c-5;tft. t^T^ 
Wl:U^!ilJSJSJK<^P B S AS§?8 ( 1 // g/m 1 ) 1 
OOiU i/^:L)Vi^^U mi&izimmLt:. 

m 

±IB4 ) CDTW- hiPB SiZX SmVtr^t:^^ ^JUt 

^i^r-^wmy^hurhrt'i^ymi i o o/x i / 
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(7) 



!^S¥9-2 027 3 5 



1 1 



1 2 



6 ) mm^mmcowm 

ni;K(0. 5mg/ml ) *100m l/'^x/p-fO 

7) ®3l5Sl^i&fflv^;rca^S * 

SI 



* EL I SAffl7*U-M;-^'-$:fflV'>r4 9 0 nmCO® 

I SA^'^f^'-tUJt (ELI SA^-<^-J:I gEO 
^fifc LTfflV^fc, ) . 
[00353 
[^11 







(Dtt 
*2 


C/B 
*3 










I gG 


I g£ 


I gG 


I g£ 








2,560 


180 


2,560 


180 


1 






2.560 


180 


5.200 


1,440 


0.25 


1 




2.560 


180 


20,480 


180 


8 


32 



[00 36] sioa 

*1 ^fflC: IgG;ELISA-t 1 ter 
I gE : EL I SA- t Iter 

* 2 laai^ik : I g Gm^m/ 1 g Eiisii? 

* 3 C/B : U ^V-J^fm^m ( Cffl) O I g Gii 

m/isEtmmm^-mmmn (bad 
I g Gimm/ 1 g Eimmmx-m uzm, 

P 

[0037] ||ilCT2 

mm 1 tcfc ^ . ^^-fiiji<?)fti) 0 tcx^7ei»!5i® s- 

[0 0 381 ®*iKW$-'>Axdf70»y^'f->'<o 

JUSa5-JffiOii^Srl0mg/'ml*»^>2. 9mg/ml 
[00 39] Otiif^^ldjt 



y-A<Oli«Jli:tTO. 5~2. OmgfOSOTTlE 

0 2 0 0 1 ia)i$rtfca*f (x^mmm 

ELI SA^tciO^Uc. ■eL-C:3yhp-;Ugfc?) 
I gGfcil^I gEfflt:«L-C, 2<mESfr3&flsL^ 
I gGtJiVl gEffiS-JiSft^i: UtME»5«: (1 ) * 

40 [ 0 0 4 0 ] ® I g GfiiflcKttJ 

Tffiffl ltcim<omSli 1 0 ju g/m 1 *>/i> 5 >u g/m 

©igEttf^^m 

[004 1 3 
[^2] 
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(8) 



#m^9-202735 



13 14 







(Dit 


C/B 
♦ 3 










I 8G 


IgE 


I gO 


I gE 






m 


120 


90 


120 


90 


1 






120 


90 


144 


250 


OA 


1 


*4 


120 


90 


250 


90 


2.1 


5.3 



[0042] m2(^ 

• 1 #ffl[: IgG: ELISA-t 1 ter 

IgB:ELISA-t 1 ter 

* 2 mm(r>it : I g cmmm/ 1 g ejmss^ 

* 3 C/B : U ;Ky^i.ffl«i-^Sf { CH) O I g GJi 

I\^a*)y0. 32 11 g (0. 4 3 7mmo 1 ) . 

Xro—il'O. 1689g(0. 438mmol)iJj: 

0. 0 861 g (0. 12 5mmo 1 ) *'fxa79:^ 

it) Ji^?5^3 0m 1 i:?^XAO'azxmmLfz, d!. 

30miaSJoL. «lfPL-C%-<»);^5';-SrftJt. iO* 



20 i^^SyiS-t^m*5-^t;t. 

[00441 i<?5«*0. 144 0gS:5lLK79X3fc 
BXi?. y-tLM<07|c^^(12. 5mg/nil)5ml 
SrToM, 4 0X;fct:ja«£U=5r*^*,)ig®^^KWS-<iTt. 

■t, 3;um. 1 xim<OJKfc)ii&Sii-?t. l/imiffigs^ 
yr/PSrSepharose CWBCPharnacia BlotechttSS. ]^ 
^imLfSiijyMzmL, ^^-fiiilSrtftysKy-iH 

30 y ^y-Aco)Kg^##0!i 1 fc nmz Lxm%Ltz t c: 
[0045] uteM 1 tcfcv \x . y=Jmm^ y ^y- 

[0046] 
[^3] 
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(9) 



!|#^9-202735 



15 16 







(Dit 

*2 


C/B 
*3 










IgG 


IgE 


IgG 


I gE 






A:3>ha 


2,560 


180 


2»560 


180 


1 






2,560 


180 


5.200 


1,440 


0.25 


1 


*4 


%560 


180 


20,480 


1,280 


1.1 


4.4 



[0047] ^3cOa 
*1~*3 ^1#M 

[00 48] ^l--^30i|glfo!i»^.. 'JiKV-AttiiS 
[0049] lti[^j2 

>'mSh-f;l/*;^7rf->'Vl/3'J>0. 9175g 
(1.2 5mmo 1 ) . h-f;l'*;^7rf-v> 

x^'y-;UT$y0. 6490g(0. 938innio 
1) , ai^Xra-zUO. 844 5g (2. 19inmo 

NaigO. 4305g(0. 625mm ol) 
77Xri(cK0. ^'Dn*;UA/;'(i'y-;l'/*(65 
/2 5/4, S«ib) ffl^}§Sii5 0ml iAixT4 0'C 

fc-cai)Wt^. i>:teu y^SRS ( ph : 7 . 2 ) 10 
df-t-fciT 1 3 s-tj ymmmms om 

t;t. *-f8*tm<0--ifJ;*-^:f-h7^;l':J'-2rajS 
«V^T5x^m. 3/tm, 1 ;um<^fl|»CjiaS-»f: 

[0050] ©stm-^ V Ttiv-i^ffimm 

( 1 2mg/m 1 ) i&Aii<:. 2. 4%<0* 



* ^;W:?-;l^ryUTh H^O .5ml i&fflT Litf*. 3 

[0051] »:fc-9--f X<0/h$^r 1 umTm&^&mt 

®iOUd^V-Atl Mm5i3afn2m 1 Sr^'ftC^ffi 
L. 0. 5ml<or-til®^(12mg/ml ) SrA 
*ut. <j«c2. 4%<o^^;i'^'-;i'r;i/TbH}SJS0. 5 
m 1 ^mLt:^. 3 7'Coa?§±-C 1 l^S^'fcig 

>-- NaOHiffiifjS (PH7. 2)2:0. SmlSrjDi. 
•C^t?RSr4*C'C-%Stat. ^!^i^)Vi^-lVT)inr 
y:.Yi^^^-^it. $ /atiSepharose CL-4B(Pharnacia 
Biotech^U?. ism) ^3t«Ufe*5iHl=:::<OjgJRia 
L. i'l-*ffijB!l>;;Ky-AgjBlC^;l':J'-/l'T/PTt K?r 

^u#y-i*^fifc. 

[0 0 52]Ofii#3c^ttlS®i 

x-mtfcikemmmm-^fi, mzmmmm 
i^ti^ti 5 m 1 » y d?y-A»«$-fS3gL7t. 

ji^^sgwitRafcL-cftg^ajgL^. igm^^4 

[0053] 

50 
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(10) 



!|#m^9-2 0 273 5 



1 7 
S4 



18 











0.22ttiiDiilA 


o 


0.190Mm 




0.65ttiidUia 


o 


0.692ttffl 




1.0 ^niiiiaffi 


@ 


1.492Mm 




1.0 ittmffiliA 


X 





[00 54] «4cOi{S«*><i.:W-I.J:3(=, ^^figfflL 

{cjitLTiiife05io'j.-Ky-ATii. m^mmth^it 

(c J: 0 fmiHf<0««t Re± ( 3 mOT ) i t *5-e 20 

a. 

[0055] mms 

64 9 g (0. 0 9 38mm o 1 ) ^■fxm.y^X^liZ 
Ail, ^'PO*;UA/;><^y-;U/7k ( 6 5/2 5/ 30 
4 , ItSJt) iI^^J2 0 m 1 ^AixT 4 0-CtT^IJ$ 

5m 1 ffiy=Jmmmi l 2mg/m 1 ) SrAii, ijCtC 
2. 4%W^^/l/:?-;l^ryWhF^l. SmlSrSTF 

t?ta, 3 7x:<oam+-cii^Jg^Hcig^Lfc, 

<^i2M<^:>^'Ji^>--NaOHJgSjia[ (pH7. 2 ) S: 

1. smmtxwmA'cizx-msits.L.^^ 

CL-4B(Phaniiacia Biotech^iJg. ffiS) 40 



[0056] OrtJ'l>« t^-tiiSA^iK-^ y ;Ky-A 

yms^>^/^*x7r^>'y^^';>'0. 09i75« 

<0. 1 2 5mmmo 1 ) , aVXfn— /PO. 0 84 
4 5g(0. 2l9mmo\) iSi.Xf=J^^}XV^)Vt^ 
;^7Tf->'V^^^'J•feo-/^NaOH^gO. 043 05g 

(0. 06 2 5mmo 1 ) ^i-xmy^Xa\,zm. 9 
nD*;WA/;<:J'/-;P/7K ( 6 5/2 5/4. ^* 
Ik) S^J§S'J2 Om 1 SrAiiT4 O-CtCTi^lS^Hir^c. 

0#^) LitfA, x:7xh;l^y-m^t:'J;Ky-A 

;P^-?rjiiS$-fr. 3Atm, l^£m, 0. 6 5Aem<0Ji 
(ciiiiWv:, iii^,i7)'J:Ky-A(?)®gSr##0!li: 

[0057] (3>ft1?3cSttiS» 

^:^^'J,-Ky-A2-, 'eit-?iT.<O«iS-e»<j2mlS50, ?8[ 
*M^-C«teL^^6B$liBiaS$-li:^. iXtc^m® 

**-5-^Lm2m 1 afeimuT 'j^y-A}B«es-fiSL 

^c, JSmSr^5k:n^. 

[0058] 
[^5] 
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-202735 



1 9 



$5 



20 















3 xtnfijfiiBr 




X 




1. 4 24tfm 


X 




0. 6BAtim 


X 



[00591 ^5 , ^^r-^* L^rVv^tttni * y-^<03f^tt«ia^r*>*lS; . 



(51) Int. Cl. 6 
A6 1K 39/36 
47/24 



F I 

A61K 39/36 
47/24 
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